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(54) METHOD AND INTERMEDIATE FOR PRODUCING ANTICANCER COMPOUND 

(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain an anticancer 
compound in a high yield useful for treating a highly 
proliferative disorder such as cancer in mammals by using a 
specific synthetic intermediate. 

SOLUTION: (A) A compound of formula I [R1 and R2 are 
each a 1-1 0C alkyl, a 1-1 0C alkoxy, preferably R1 and R2 are 
each 2-methoxyethoxy; R15 is H, a 1-1 OC alkyl or the like, 
preferably H; G ts C(OH)R3R4 or SiR3R4R5 (R3 to R5 are 
each a 1-6C alkyl)] is treated, (B) in the case of G being C 
(OH)R3 R4, with an alkaline (earth) metal hydroxide in a 
hydroxy-substituted 1-1 OC alkyhcontaining solvent or, (C) in 
the case of G being SiR3R4R5, with a tetra (1— 6C alkyl) 
ammonium fluoride compound in an aprotic solvent to give a 
compound of formula H. The compound of formula I can be 
obtained by treating a compound of formula III with a 
compound of formula IV, 
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fc, J300 MHz. CDCU 0S4 {9H, s), 3.56 (EH. bis). 6.32 (1H, ««. J » 1.0. 2.3 & 8.0). 
6.76 (IH, I. J = 2 2). S.S? <1H. dt J = 7.7 f. 1.2), 7.07 (1H. t, J - 7.8); i~ (76.5 MHz; CDCIj) 
S3 A. 155.4, 115.6, 118.2, 122.4, 123-8. 129.2, 1 46.2; m/e 190 (MtH)' 



fi„ («M MHz; CDCU 0.21 (9N. si. 2 38 |3K. s), 3.4- (3H. <>. 372 (2H. fR), 3.77 (2M. 
T,), 4.10 $2H. s), 4.S3 <2K »>. 7.20 (1H. l.J-7 8). 7 73-7.28 (2H. rnj, 7.7S (IH. J. J 7 8). 7.83 

:?H »>. e.20 ;ih, »>, a.42 (ih. si; ™ «« -:m+h>* 



20 



<i (3W is-DUSO) 3,38 i€H. s). 3.77-3.60 (4H. r), 4.30 ; 'H, si. 7.39 [1H, *), 
7.41 (1H, d, J - 7.3). 7.50 (1H, I, j = 7.9). 7.79 CIH. d, J - 81}. 7.88 !W, 5 ). 8.4C (IH. $), 3.86 
t'H. 5), 11.48 (1M. «•}: So (100 MHz; ««MSO) 53.4. S8.S. 53.7. 63.2. 69.7. 57.C, 81.3. 83.0. 
100,3, 1Q5.2, 107.2. 121.9. 125.4, 127.6, 128.9. 129.2, 135,2. 1377. 146.3. 149.2. \SS.4, 
1SB.0; mfe 394 (M+H)" 



•40 • 



«M (400 MHt; 8,-OMS©) 1 44 <6H.«). 3.31-3.32 (5H, m), 3.SE-3.7S [*H, m), 4.24A30 
PH. ™>. 4- 35-1.37 (2H KiJ.7.25 (IH. m), 7.39 JJH. BIS. 7.72-7.74 J2H, fflji . ' . 8.47 (in, St. 8,79 
(IK, s). 11.64 (IH. s), rn/e 462 (MtHf 
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JH, {400 MHz. CDC!,} 1.55 (6H.s) : 3.35 {3H.S). 3.37 <3H. s). 3.7-3.71 «H. »). 4.13- 
4.1S (4H, m), 7.3 i ft*, n), 7. ia-7. 17 (2H. m), 7.1 {1H. mi. 7.6 J2H. m>, 6.35 (1K, s); nWe 452 
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mp 72-7 4"C; 

M300 MHz. CCCU 1.15 !3H,t J = ~6>.2 5JS (2M. q. J« ?,6), 3 32 fJH, s], 3.34 [3H, 
s), 1.01-2.47 pH, m), 2 08-Z64 (2H. ro), 4.07-4. 12 <4H. in). B 91 f1H.(i. J - 7.6), 7.1 1 {1K s). 
T.21 (1H, I, J * 7.3). 7.35 {1H. s). 7.42 <1H, s), 7.48 (1H, e, J - B O). 8.13 (1 H. Sis}, &,S5 (1H. 
s): Sc(7£.5 MHz; CDCI ? ) 15.4, 23.0. 59 i. 53 2, 63.9, 70.4. 70.8, 103,0, 108.3, 1I3S.3. 1 19,7, 
«1.7. 158.8. 138.6. 145.1, 147.0. 548.9, 153,8, 154 4, 156.3: *™ (KSrj cm"" 3156 [si. 
1S24 (s). 1575 [sj, 1535 £sj, Wf (s} : mfc 393 (M*H}" C, 65.64; H, 6.S6; N. -!g. 32 . 

CijH^N^-O.aSHjO i ft*K C. 85.73; H. 6.90; K. 10.45%}. 
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(300 MHk CDCfe) 1.1 J- 0H 1 J 7.6J, ZJJB Rtt, q, J 7.S), 3.33 (3H. 5), 3.6M 66 
C2H. mj. 4.07-4.11 J2K. mj. 6.11 (2H : sj, 6.93 [1H. 4 J >\7), T.n-7 2S [SH, m). 7.35-7.42 ,'4H, 
m), 7.50 (1H, «. J 8.0), 8.20 («H, bsl, 8.31 I1K, «); <? S.5 MHi; COCU 14.2, 15.4. 28.8. 
59.2, 69.5, 70.7. 70.3, 103.*, 105.1, 109.4, 118.7, 121.7. (24.0. 127.3. 123.1. 128.5. 128.8, 
13S.8, "3.8.6. 145.1, 147.0, US.S. 1SJ.7 : 154.2. 156.9: fKBrj on-' 1828. 1611. 1576: 
430 (M*H) 4 ; < **1« C, 71.42; H, S.5C; M. 9.«. Ca,Hj ; NjQj - c. 72.70; H, 6.34- M 

9,76%J. 



<h f333 MH*; COO,) OB {2K 1, J 7.4} 1.19 <3K, t, J 7 6), 1.45 (ZH, **W i 7.5;. 

1.7S (zh. £»«, j set «n, <t, j re?, 3.35 (sk s>. 3.70-374 tza mj. 4.00 <zh. <. j «.ey 

1.12-4.»CiKniK6.*» (IK 4 -'7 7). 7.16<1K.«J. 7 24 (1H, W 7.6), 7.34 (1H s), 7.44 (IK, 
si, 7.51 (1H.d, JS.O), 7.«5<tH, bs),a.63;iH, s); 5c (75.9 Mfti; COOtj) 13.3, 15.4. 182,28 8 
30.8. SS.3, 687, 88.3 , 70 8. 103.2. 108.2, *».». 119.6, 121.6. 124.fi. 128*. 1386, 145.;. 
'47.2, 143,6, 153.6, 194.9. 156.8; (KEiJ cm"' 1618. 1S?6. 1519; mte 358 <M*H1*; ( *»« 
C, 70.9<3; H, 7.39: H. 10.68. C^rN-A, , {<-*«(. C. es.35; H, 7.3S; N. 10.63%). 



8k (300 MHi; CDC1J 3.31 (3H. s). 3.3S (3a s). 3.62-3.65 {2k <rl. 3.70-3.72 <2H, m), 
3.74 (SH, si, 4.C4-4.11 (4H, m), 6.83 (2K. 4 J 9.0). 7.09 <1H, 5), 7 33. [1H. si 7.46 {2H. d. J 
S.D). 8.12 (IN, Bsj, 1H. st. 6 e ;75.5 MH« COCW 55.4, 53.2. 88.2. $9.3. 70.4, 70.8. 103 1 
108.3. 109.1, 11*2. 124.7, 13..4. 148.3. 148.3. 153,7. 154.3. 156.7. 1$7,3; v^, <K8f) an" 
181S, 1590, 1S62, 1S11; mft 40O (M*Hf\ C, 83.30; H, 6.37; H, 10 47. Cj.HhNjQj 

»MC B342; », S.31; «, IC.82%} 
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S H (300 MHz, CBCU 3.34 (3H,s), 3.91 (2H, I J 4 2). 3.7* (3«. *!."•« ( 2H - »5. 
(21=. »), S.83 J2H c. J 8.9), 7.20-7.30 <3H. m), 7.36-7.38 (3H. m). 7.47 <2H. d, J 9.S). 5.10 (1 H, 
hSJ, 8.S4 (tH, 6); Sc <KJS MHt. CDC*) 55S. ».3. 63.2 75.7. 70.3. 103.3. 109.C, 108.1, 
114.1. 124.6. 127.3. 129.1. 1S8.B, 131.3, 135.6, 146.5. 143E, 153.7. 154.2, 154A IM-ft. 
157.2: v^tKBflOT 1 1S1S, 1S83. 1511; »fc 432 (WHH>*: (3»1« 5. «.4B; H, 5 86; N, 9*8. 
C^WNjQ* MJfffl: C. 6S.59; M, 5.34; N, 9.74%). 



•1 0 • 



5„ ;acO MHz, COCW 3.33 !3H,s>,3.39 -3H. *>. 3.42-3.45 (2H in), 3.48.3.51 <2H, mi, 
3.53 (38. «). 3.74-3.78 {2H. m>, 4.1S-4.20 (2H. m). 9.33 C"H. sj. 7.1 1-7 JO (4H. m). 7.83 (2H. 
I, J 7.8). 8.65 <1h *j: Se S75.S MHr. UDC« 43-0, 5S.2. 59.3. S7.S. 68.2. 70.3. 70.4. UW.S. 
107 3. 110.9, 133.8. 12SA 18S.9, 147.«. 143.4, "48.7, 15.3.C. 158.4. 186 4, v„, (KSr) cm" 
1615, Wl. 1497; mtt 384 <M+H)*, C. 53 65, K. 5.52; M. 11.01. Cj,F a N 5 0. »*« 

C, 53.78; M, 6.57' N, 10 86%). 



Sh (300 MHz; CQCIj) 3.93 (3H, t. J 7.4;, 1.45 (2H. «*» J 7.4). '■ 80 (2H. »««. J 
6,7). 3.3E C3M, S). 3.44-3. S2 (4H. n). 3.53 <3H, e). 4.05 KH. 1. J 6.7), 6.34 (1 H. s). 7.12-7.21 
(4H, ml, 7.34 <2H, I. J 7,7), 8.69 <1H. s!; fc (75.5 MHz. COCfei 13 6. "■9.2. 30 T. 42.3, SS.2. 
67.8, 58.6, 7C.4, 107.7, 110.6, 126* 125.9. 129.9. 147 0. 148.6. 153.0, 153.8. 160.4; 

W (KSr) cm' 1 1616, 1572. 1M3; mft 382 (M*H)'; (X3fig C 69.3ft H, 7.38; N. 10.86. 
C»H!,N,0 5 i»*«v C, 69.27; H, 7.14; N, M.02%). 



